It could have been anticipated that the introduction of effective antidepressant pharmacotherapy in the late 1950s would stimulate a search for new and better classifications of the depressive disorders, but the tremendous amount of research that has actually developed in this field during the last two decades has surpassed most expectations. There is a veritable embarras de richesses of proposed new types and categories, dimensions, syndromes and groupings of depression, a bewildering multiplicity of findings, interpretations and suggestions that are by no means consistent and have, in fact, only permitted to draw a few conclusions that are of greater interest to researchers than to clinicians for whom they have so far only limited usefulness. MacFadyen (38, 39) and Kendell (25) have recently reviewed most of these classifications in the British and North American literature; Kendell has entitled his paper" A Review of Contemporary Confusion' , .
The principal value of most of the results of these investigations is heuristic, in that the new groupings that have been suggested might allow the formation of more homogeneous populations of depressed in- dividuals who would be selected on the basis of more rational and objective criteria. Such homogeneous groups would then make it possible to test hypotheses about the pathophysiology of depressive disorders, and the new insights thus gained will, it is hoped, not only satisfy our scientific curiosity but also lead to more specific and effective treatments for all depressed patients.
This seems to make sense. However, it should be remembered that ECT, the least specific of all antidepressant treatments, is still the most effective.
Methodological Problems
The search for a new classification of depressive states has always been beset by many methodological difficulties, and some of these continue to be very troublesome. Although great progress has been made with the development of thoroughly validated rating scales, we tend to underestimate the size of the error still introduced by the unreliability of the raw data on which we base our analysis of clinical findings. The subjectivity of the way by which these data are obtained is illustrated by the fact that in the course of a clinical trial all behaviour or depression rating scales must be scored by the same raters. Such a requirement is not made when it comes to obtaining the patient's weight, blood pressure, electrocardiogram, urinalysis, and so on -all data which permit their expression in true data language. In addition to the limited reliability of numerous essential data, many studies in this field have failed to assemble representative groups and numbers, have applied unsuitable statistical techniques or have drawn wrong conclusions from their results.
Furthermore, the traditional assumption that similar clinical manifestations are the results of similar etiological factors, for example, that similar pathophysiology expresses itself in similar psychopathology, is not always warranted. The many clinical manifestations of dementia paralytica, senile psychosis or even alcoholism are only a few examples to remind us of this fact. Most psychiatrists do not assume different etiologies in catatonic, hebephrenic or paranoid patients with schizophrenia. It seems that we too often choose to ignore Birnbaum's classical distinction between pathogenic and pathoplastic factors.
It may well be that behavioural manifestations are not the best indicators to detect different etiological factors. But even if they were, how do we know which manifestations to choose for the demarkation of homogeneous groups of depressed patients? It is not difficult to describe the characteristics of men and women quite comprehensively, though certainly not exhaustively, on a unimodal distribution without taking into account the difference in their sexes -a description that might do for some biologists but, as Costello (8) has pointed out, would not impress obstetricians very much.
Current Criteria
Six different types of criteria currently used to classify depressive states are: • outcome, according to the natural history of the disorder (Kraepelin's original distinction from schizophrenia); • episodicity or periodicity, according to the frequency and nature of recurrent attacks (unipolar-bipolar); • history of factors related to onset of the condition (reactive-endogenous); • symptoms (retarded-agitated); • biological factors (e.g. amount of 5-HIAA in CSF or genetic loading in families); • treatment response (e.g. to imipramine, amitriptyline, MAOI or ECT). Table I gives a general overview which attempts to compress many of the old and new classifications into a single schema. It does not make allowances for groupings according to biological factors or treatment response nor does it refer to psychotic depressions.
The Need for Semantic Classification
The term psychotic depression -much like the expressions reactive, neurotic or physiological, used in connection with depressive disorders -urgently calls for more rigorous semantic clarity. Although the term psychotic depression is frequently used synonymously with endogenous, in contrast to neurotic-reactive depression, or to denote simply a more severe depression (a usage that as Kendell [25] points out, is generally accepted in British psychiatry), for the sake of precision and clarity, the adjective psychotic should only be attached to the diagnosis depression if there are indeed psychotic symptoms present. Psychotic symptoms are not just more severe symptoms but have the different quality of involving also, in addition to affective or behavioural manifestations, cognitive and perceptual functions -delusions, formal thought disorder or hallucinations. They are observed only in from 10 to 20 percent of severe depressions.
Moreover, instead of contrasting endogenous simply with neurotic or reactive depressions, they should be distinguished from exogenous depressions, which in turn may be somatogenic or psychogenic (26) . The former present no semantic difficulties, but in the latter a distinction should be made between neurotic depressions, which occur as the result of -or in the setting oflongstanding neurotic maladjustment, and reactive depressions, which should clearly have occurred in close temporal (and apparently causal) relationship to an environmental stress that has been so intense as not to leave any doubt about its traumatic impact on the individual. Doubts may, Secondary . ---------Symptomatic of ________ Drug effects, e.g. reserpine corticosteroids, etc.
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Functional Organic-Toxic however, remain as to whether the stress caused the depressive disorder or simply precipitated an endogenous episode in an already predisposed individual. The term biological depression should be applied to single out depressive states with somatic manifestations, rather than to refer to these conditions as physiological depressions, as Pollitt (48) has done. On the European continent depressions with somatic or biological symptoms are often referred to as vital depressions. In cultures of developing countries, such as Africa, depressive states manifest themselves most frequently by physical symptoms, as well as anxiety and florid behavioural differences (5) .
It may be necessary to distinguish pathological from non-pathological depressions, for example, grief reactions. However, it should be noted that in Engel's view (13) a grief reaction is also pathological, in the same sense as a traumatic physical lesion, such as a bum, is pathological.
Regarding definitions in depressive disorders there still prevails a kind of "you know what I mean" attitude among many psychiatrists, notwithstanding all the modern efforts to improve psychiatric classification (14) . The only unequivocal operational definition in general use today is that of bipolar depression (29) . It can only be diagnosed after a manic episode has occurred; but even here some authors distinguish between bipolar I and bipolar II depressions, depending on whether a manic or hypomanic episode occurred and whether it followed antidepressant therapy or occurred spontaneously (1 I). Some make this diagnosis as soon as a manic attack has been observed (25) while others diagnose it only if there has also been a depressive episode (1, 46) .
The Def'mition of Depression
The definition of depression itself is sometimes in doubt, although the distinction between the quantitative use of the term in such widely divergent disciplines as physiology, meteorology, economics and sociology and its qualitative meaning in psychology and psychiatry is clearly understood. But in the commonly made diagnosis of "masked depression" it is still being questioned whether masked depression refers to a depressio sine depressionein which case depression would be understood both as a symptom and as a disease -or to an atypical form of depression, a depressive equivalent, in which depression would be understood as a syndrome (36) .
In Table II an attempt has been made to push the semantic understanding of the psychiatric concept of depression further than is done in common practice. This has resulted in a distinction between the three categories of sufficient but not necessary symptoms, such as depressed mood and hopelessness, necessary but not sufficient symptoms, such as the reduction of pleasure experiences, of interest in the environment and of energy and productivity, and finally of symptoms that are neither sufficient nor necessary but frequently associated with clinical depression and helpful in arriving at a diagnosis, such as sleep and appetite disturbances, loss of libido, diurnal mood fluctuation, feelings of guilt or inadequacy, suicidal ideation or behaviour. It is the category of necessary symptoms that is also probably invariant throughout different cultures, and the presence of two or three of the symptoms in this category is usually indicative of clinical overt or masked depression if other psychiatric or physical diagnoses can be excluded.
Statistical Analyses
Of the different statistical methods used in modern approaches to the classification of depressive disorders, factor analysis has been most frequently employed. Other forms of multivariate analysis have been tried as well, such as cluster analysis, and analysis of principal components and discriminant functions. Kendell (25) has recently pointed out that factor analysis can only establish relationships between attributes while classifications refer to relationships between individuals, and principal components analysis can only demonstrate the existence of valid boundaries between categories but cannot establish their absence. One may add that cluster analysis has the advantage of not being dependent on presumed concepts, but it can do no more than bring out frequently occurring clusters of phenomena without being able to diagnose the presence of a pathological condition per se and without giving assurance that the resulting clusters are meaningful homogeneous groups. Thus, the various methods of statistical analysis complement each other, but their limitations make it nevertheless impossible for the practising psychiatrist to dispense entirely with clinical judgement. What has emerged with fair consistency from most statistical studies is the probable existence of a factor that closely resembles the clinical diagnosis of endogenous depression (27, 41, 44, 47) . On the other hand, several investigators have failed to demonstrate a clear bimodal distribution of depressive states, and the existence of a neurotic factor has not been clearly demonstrated by statistical methods. Therefore, the long-standing controversy still continues on whether the traditional dichotomy between endogenous and reactive or neurotic depressions is justified, as many psychiatrists from Kraepelin (30) to Gillespie (17) (49) is claiming -or whether depressions are distributed on a continuum, as Kendell (24) thinks.
The difficulty in determining whether a given depressed state is due to endogenous or environmental factors has led some investigators to propose rather tortured compromise diagnoses, for example, endoreactive or endogenomorphic (28) depression.
Dysthymic Disorders
It is attractive to consider the posinon held by Foulds and Bedford (15, 16) which is based on questionnaire responses obtained from several hundred psychiatric patients. These authors view affective disorders neither as psychotic nor as neurotic, unless they present with such psychotic symptoms as delusions or such neurotic symptoms as compulsions, phobias or conversion. Instead, Foulds and Bedford reserve a special nosological category for the affective disorders, in which they include anxiety and depression under the heading of dysthymic disorders. Such a position does not rule out the distinction between endogenous and exogenous depressive states.
Clinical Meaning of Semantic Distinctions
These semantic distinctions are not just intellectual exercises but carry clinical weight. Most psychiatrists think of neurotic symptoms as being mainly psychogenic and sociogenic in nature, as a result of environmental stresses or intrapsychic conflicts. In contrast, there is now persuasive evidence that psychotic symptoms are the result of some disturbance of intracerebral transmission, mediated by dopamine, and that affective symptoms are probably related to a disturbed balance of the two biogenic amines, noradrenaline and serotonin. Since there are specific -or semispecifictreatment modalities available for each of these types of symptoms due to different etiologies, we would be well advised not to mix neurotic, psychotic and affective in our terminology, unless we have good reason to do so in individual cases.
Genetic Findings
Genetic epidemiological research has produced new and provocative findings in recent years. Studies of the recurrent affective disorders by Angst (1) and Perris (46) have confirmed the distinction between unipolar and bipolar depressions which was first suggested by Leonhard in 1957 (33) . It could be shown that bipolar depressions tend to have an earlier onset, shorter duration of episodes and cycles, more frequent recurrences and a higher incidence of affective disorders in patients' families. Furthermore, there is apparently an equal incidence of bipolar affective disorders in both sexes, while unipolar depressions occur with greater frequency in women. Unipolar depressions are also at least twice as common as bipolar depressions.
Researchers in the basic sciences have been most attracted to the clinical classification unipolar-bipolar, because it is the least ambiguous.
A distinction has been made by Robins and his co-workers (52) between primary depressions which have not been preceded by and are not associated with any other psychiatric disorder, such as neurosis, alcoholism or sexual deviations, and secondary depressions where such an association can be demonstrated either by the history of the patient's illness or by an examination of his present condition. This distinction assures the researcher of relatively pure, homogeneous sample populations, although for the clinician it usually does not make much difference whether a depressed patient has a history of a previous, perhaps unrelated, psychiatric disorder or not. But Baker et al. (3) , in a sample of 100 unipolar depressives, distinguished a group of mainly female patients with an early onset of depression after the age of 40. In the families of this group they found not only depressive conditions but also alcoholism in male relatives as a depressive "spectrum disease". On the other hand, in the families of male depressives with late onset they found only pure depressions (56) .
Other Classifications
Grinker et al. (19) performed a careful factor analysis in a sample of depressed patients and separated four types which they denoted as types A, B, C, and D. Type A resembles most the retarded stereotype of depression, type B, an anxious, type C, a hypochondriacal and type D, an angry type. Paykel (45) described four groups of depressed patients: psychotic; anxious; hostile; and young, with personality disorder.
Detre et al. (10) have described a group of hypersomnic bipolar patients, Guensberger and Fleischer (20) a special type of chronic depressions, and Lehmann (32) has attempted a clinical classification of treatment-resistant depressed patients. Klein (28) proposes three groups: retarded, agitated and dysphoric; or three others: endogenomorphic, neurotic and reactive depressions.
Raskin and Crook (51) factor-analysed 538 depressed patients and found four groups: agitated, neurotic, endogenous, and poor premorbid personality depressions. Kendell (25) avoids the controversial distinction endogenous-neurotic depressions by referring simply to types A and B; he specifies that his type A is characterized by diurnal mood fluctuations, weight loss, insomnia, retardation and guilt feelingsmost of the hallmarks of endogenous or "vital" depressions. In an earlier study he had found, by principal component analysis, that the three leading symptoms of what he then called psychotic depression were: disturbance of food intake; weight loss and delusions of guilt or unworthiness, while the three leading symptoms of neurotic depressions were: previous anxiety symptoms, previous subjective tension and a brief duration before admission.
Involutional Melancholia?
The time-honoured diagnosis of involutional melancholia has now been abandoned by most investigators and many clinicians (25) . It will no longer be included in DSM III, the new official classification of psychiatric disorders of the APA that is being prepared now. In that version involutional melancholia will be classified under unipolar major affective disorders, while neurotic and reactive depressions, as well as depressive personality disorders, will be renamed minor affective disorders.
The 9th revision of the International Classification of Diseases, which will be in force in 1978, also will no longer contain the diagnosis involutional melancholia; but because the ICD represents a compromise between many different schools of psychiatric thinking and perceiving, there will be many other and some new categories of depression; and that will not clarify matters.
Biological Factors
Laboratory research has now made important inroads in the field of psychiatric depressions.
Sachar et al. (54) observed a reduction of growth hormone response following insulin-induced stress in unipolar and bipolar depressions.
Buchsbaum and colleagues (6) reported that bipolar depressives tended to augment significantly more than unipolars -their cerebral average evoked responses following increased visual stimulation.
Van Praag and Korf (55) could show that retarded depressed patients had lower quantities of homovanillic acid in their spinal fluid and thus apparently a lower consumption of dopamine in the brain. They suggest that monoamine metabolism might be related to depressive symptoms, for example, hypokinesis, rather than to nosological entities. Dunner et al. (12) have shown that the excretion of 17-hydroxycorticosteroids was lower in bipolar than in unipolar depressives and that this difference was not related to the severity of illness or the presence of anxiety or psychosis.
Murphy and Weiss (42) found that monoamine oxidase activity in platelets was lower in bipolar patients than in unipolar patients.
Beigel and Murphy (4) and Kupfer and Foster (31) found unipolar depressives to display greater motor activity than bipolar patients.
Asberg et al.
(2) demonstrated a bimodal distribution of 5-hydroxy-indoleacetic acid in the spinal fluid of depressed patients and propose that there are two groups of depressions which are distinguished by different rates of serotonin turnover.
Deberdt et al. (9) were able to separate an antinuclear-factor positive group of depressed patients who were characterized by an unfavourable response to pharmacotherapy.
Carroll and Curtis (7) observed that 59 percent of a sample of depressed patients showed impaired suppressibility of the hypothalamic-pituitary-adrenal system following dexamethasone administration, as measured by urinary free cortisol. The authors suggest that such a finding may be of help in confirming the diagnosis of depression on a biological basis.
Treatment Response and Classification
Hordern et al. (22) observed that agitated, old and severely depressed patients responded better to amitriptyline than to imipramine. Hypochondriacal patients, however, and those with suicidal tendencies were poor responders.
Overall and associates (43) distinguished three classes of depressed patients: the retarded; the anxious; and the hostile. Their retarded patients responded best to imipramine, but the anxious patients did better with thioridazine.
Kay et al. (23) followed a group of depressed patients from five to seven years and found that those with retardation had fared well, but that the outcome was less favourable for patients with somatic symptoms.
Gurney and colleagues (21) reported that in their group of depressed patients, those with predominantly depressive symptoms improved more than those with strong anxiety symptoms. Goodwin et al. (18) gave L-dopa to depressed patients and observed that only some unipolar patients improved, while all bipolar patients switched into a manic episode.
On the other hand, Lewinsohn and Shaffer (34) , who view depression as the result of a reduced rate of positive reinforcement, found that their therapeutic successes were independent of the differential diagnosis.
Maas and co-workers (37) observed that depressed patients with lower urinary excretion of the catecholamine metabolite, 3methoxy-4-hydroxyphenylglycol (MHPG) responded better to imipramine. They also found that MHPG concentrations were not related to initial diagnoses and suggested a bio-chemical classification of depressions on the basis of catecholamine metabolism.
A clear difference in the treatment responses of unipolar and bipolar depressed patients has been demonstrated by Prien et al. (50) in a well-controlled multi-centre clinical trial. The investigators showed that for the maintenance treatment of unipolar depressives imipramine and lithium were equally effective in preventing recurrences, but for bipolar depressives lithium was significantly better, mainly because it was more effective in preventing recurrent manic episodes while its efficacy in preventing depressive recurrences was as good as that of imipramine.
Raskin and Crook (51) reviewed the responses to treatment of a sample of 680 depressed patients and found that those diagnosed by them as neurotic depressives showed the greatest improvement in three weeks, regardless of the treatment they had received.
Mendels (40) has tried to determine the features that distinguish those depressed patients who respond to lithium therapy. He Summary A uniform classification of depressive states is still far from being complete and generally accepted, although improved and expanding treatment modalities today require valid homogeneous groupings more urgently than ever before. Semantic clarification is needed regarding many terms, for instance that of psychotic depression which is used by many as being synonymous with endogenous. Many attempts of establishing solid categories of depression by sophisticated statistical analysis have failed to yield definitive results, although several independent studies of this kind have produced suggestive evidence for the existence of a type of depression that may be equated with the classic endogenous depression. However, most efforts to demonstrate a clear bimodal distribution of depressive states and establish a category of neurotic depression have failed. These difficulties have prompted such compromise diagnostic labels as endoreactive or endogenomorph-388 CANADIAN PSYCHIATRIC ASSOCIATION JOURNAL Vol. 22, No.7 describes the following characteristics: a ous. Genetic research has contributed to the bipolar family history; an endogenous only unequivocal diagnosis in this field: that symptom pattern; increased average evoked of bipolar depression. A distinction beresponses; high erythrocyte/plasma lithium tween necessary and sufficient depressive ratio; high plasma calcium/magnesium symptoms is being proposed in this paper; ratio; increase of magnesium and plasma in and Foulds and Bedford's category of plasma at the beginning of treatment; and dysthymic disorders, which includes anxireduced accumulation of 5-HIAA in the ety and depression, opens an interesting spinal fluid. new perspective. The time-honoured diag-Conclusion nosis of involutional melancholia will no To date, there is no closure on the longer be included in the new editions of problem of classification of the depressive DSM III and ICD9 which are now being states. But a few new features have clearly prepared. Current active research into the emerged during the last ten years. They are: pathophysiology of depression and the 1) the abandonment of the diagnostic biochemical disorders associated with it are concept involutional melancholia, not-likely to produce in the near future biologiwithstanding the nostalgic feelings many of cal criteria for diagnosis and prognosis of us may be experiencing at this parting; 2) depression that will be more operational than the traditional clinical features. the introduction of the unipolar-bipolar distinction; 3) the statistical confirmation of a symptom cluster that is characteristic of the old endogenous type; and (4) the discoveries of biological factors that may, in the not so distant future, serve as objective criteria for the classification of depressive disorders and also hold promise for the establishment of more rational and specific indications for their treatment.
